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CLINICAL SNIPPETS
Secrets of the Secretome
Waldera Lupa and colleagues investigat-
ed whether the hallmarks of cellular aging 
observed in in vitro aged fibroblasts follow-
ing induced senescence were identical to 
those in human skin fibroblasts that were 
aged in situ from young, middle-aged, and 
elderly donors. These intrinsically aged cells 
exhibited more frequent foci reminiscent of 
DNA-SCARs. Despite a lack of increased DNA 
breaks, decreased cell viability, and telomere 
shortening, these cells exhibited a secretory 
cell senescence phenotype. Furthermore, the 
in situ aged skin fibroblasts expressed a secretome that differs from the classic 
senescence-associated secretory phenotype, suggesting that these differences 
may be functionally relevant for intrinsic skin aging. See page 1954
Shine the Light on Methylation
A recent demonstration of abnormal 
methylation in psoriasis prompted 
Gu and colleagues to investigate the 
specific genome-wide DNA methyla-
tion signature in psoriatic epidermis 
from 12 patients following narrow-
band UVB phototherapy, which 
is a common first-line treatment 
strategy. Altered DNA methylation 
was observed in psoriasis patients 
compared to healthy controls, with 
a total of 3,665 methylation vari-
able positions, highlighting an overall hypomethylation pattern in psoriasis patients. 
Following phototherapy, reversion of this altered methylation was observed. The 
authors concluded that CpG sites that are dysregulated in psoriasis and are reverted 
following treatment represent key methylation events during psoriasis pathogenesis. 
See page 2077
Inflammatory Autoregulation
Tissue-specific regulation is critical for 
effective immune response, and epider-
mal keratinocytes have been speculated to 
be involved in the activation/suppression 
of T-cell effector function. Using a trans-
genic mouse that expresses myelin basic 
protein peptide covalently linked to the 
major histocompatibility complex II β chain 
following inflammatory stimulation, Meister and colleagues showed that keratino-
cytes present self-antigen to stimulate CD4+ T cells under inflammatory conditions. 
Moreover, repeated antigen stimulation in inflamed skin led to T-cell response down-
regulation in a manner that was dependent on CD4+ T cells and expression of the 
immune regulator Dickkopf 3. Thus, presentation of a self-antigen by keratinocytes 
during skin inflammation modulates T-cell autoreactivity at a distal site. See page 1996
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Mild versus Severe 
Psoriasis
Psoriasis exhibits huge clinical 
variation, and understanding 
the genetic profiles of mild 
versus severe disease will pave 
the way for the development 
of personalized medicine in 
the future. Nikamo and col-
leagues uncovered associa-
tions between genetic variants 
in six genes involved in the 
IL-23 and NF-κB pathways 
(IL23R, NFKB1, IL21, IL12B, 
NFKBIL1, and IL23A) and 
severe psoriasis, which was 
defined as disease requiring 
systemic therapy. These find-
ings highlight the importance 
of careful phenotyping and 
long-term follow-up for pso-
riasis patients. See page 1969
Bringing Back the 
LCs
UVR induces local systemic 
immune suppression, which is 
characterized by Langerhans 
cell (LC) depletion in the 
epidermis, and this suppres-
sion even increases the risk 
of skin cancer. Achachi and 
colleagues demonstrated that 
CD14+ monocytes, which 
are recruited to the epider-
mis following UVR, serve 
as precursors to replenish 
these lost LCs. Two distinct 
functional  inflammatory 
dendritic-cell subsets, the so-
called inflammatory  dendritic 
epidermal cells and the 
CD1alowCD1c+CD206+CD207+ 
pre-LCs, are recruited to the 
UVR-exposed human epider-
mis and may function in a 
sequential manner in the pro-
gressive recovery of epidermal 
immune-cell homeostasis fol-
lowing exposure to UVR. 
See page 2058
